
I Tmttro States Rvtent and Trademark Office 



UNITFO STATFS DF.PAHTMF.NT OF CUMM KRCK 
Unitc-d Swim Pntrsnt ond Trodomork Offices 

,\Mr<-** COMMISSIONER OF PATENTS AND TRADEMARK?; 
Waflimtiluu U C 20231 
www Msj.so.gov 



APPLICATION NO. 
09/465,718 



FILING DATE 



FIRST NAMED INVENTOR 



| ATTORNEY DOCKET NO. 
9196-018-999 



CONFIRMATION NO. 
9219 



12/17/1999 



JEAN-LOUIS DASSEUX 



20583 7590 11/28/2001 

PENNIE AND EDMONDS 

11 55 AVENUE OF THE AMERICAS 

NEW YORK, NY 100362711 



EXAMINER 



B0R1N, MICHAEL L 



ART UNIT 



PAPER NUMBER 



DATE MAILED: 11/28/2001 



Please find below and/or attached an Office communication concerning this application or proceeding. 



PTO-90C (Rev. 07-01) 



Office Action Summary 



Application No. 
09/465,718 



Applicant(s) 



Dasseux et al 



Examiner 



Art Unit 
1631 



Michael Borin 

~ The MAILING DATE oftni, communion ^ on tHe cover sneet tne oorres^ence ^ress - 



MONTH(S) FROM 



Ts^RTENED STATUTORY PERIOD FOR REPLY .S SET TO EXPIRE 
THE MAILING DATE OF THIS COMMUNICATION. may g rep , y be tjme|y fj|ed 

Extensions of time may be available under the protons of 37 CFR 1 .1 36 (a). 

" l^vsrr^s sztt&szzx* — «- »«« — - ,h "" ,30 ' aw - 
: „ s ssrrs-— *- *• — — — - -* - - s,x 161 M0NTHS um ,to TcT.» 

" Lrned patent term adjustment. See 37 CFR 1 .704(b). 
St 1 8 ) K Responsive to communication(s) filed on Sep 12, 2001 



2a) □ This action is FINAL. 



2b) K This action is non-final. 
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3, □ Since this application k in condition ,0, allowance except <^^^f^° me " G 
closed in accordance with the practice under a pa»e Oiwft, 1 935 CD. 1 , 



Disposition of Claims 

4)K Claim(s) 7-55 



4a) Of the above, claim(s) 14-35 and 43-55 
5)D Claim (s) . 



6) K n«im(s) 1-13 and 36-42 

7) D Claim(s) 

8) D Claims 



is/are pending in the application, 
is/are withdrawn from consideration. 

is/are allowed. 

is/are rejected. 

is/are objected to. 



are subject to restriction and/or election requirement. 



Application Papers 

9)D The specification is objected to by the Examiner. 

n ■ , , x-i ,4 is/are objected to by the Examiner. 

10)D The drawing(s) filed on ,; >' d,c UU J 

. . „ n is: a)D approved b)D disapproved. 

1 1 )□ The proposed drawing correction filed on — . * 

1 2) D The oath or declaration is objected to by the Examiner. 
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14) D Acknowledgement is made of a claim for domestic priority under 35 U.S.C. § 119(e). 
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1 9) □ Notice of Informal Patent Application (PTO-1 52) 

20) □ Other: 



U S. Patent and Trademark Office 

PTO-326 (Rev. 9-00) 



Office Action Summary 



Part of Paper No. 8 



Page 2 

Serial Number: 09/465718 
Art Unit: 1631 



DETAILED ACTION 
Status of Claims 

, Applicant's election without traverse of Group I. claims 1-18. 36-40. in 
communication filed 9/12/0! (paper No.7, is acknowledged. It is noted that claims 
4, ,42 have been inadvertently omitted from claims of Group I: these Cairns are a par, 
of Group I. Claims 19-35, 43-55 are withdrawn from further consideration by the 
examiner. 37 CFR 1 .142(b), as being drawn to a non-elected groups. 



Further restriction 

2 . upon further consideration of the restriction requirement made in the previous 
Office action the following additional restriction of Group I was deemed necessary. 
, , Claims 1-9, 12-19, 36-42, drawn to ApoA-l agonist comprising peptides 
of formula ,, classified in class 530, subclasses 300, 324-326, and 
class 514, subclass 12-13. 
,.2 Claims 1 -1 3, 36-42, to the extent drawn to deletion analogues of ApoA-l 
agonist peptides of formula I, classified in class 530, subclass 324-327; 
and class 514, subclasses 12-14. 

The de,e,ion analogues of the peptides of formula I, are independent and/or 
distinct from the full-length peptides of formula I because they are structural 
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diff erent compounds which do no, have a common core structure, have different 

chemica, properties and separate manufacture and,or use. Additional, the de,e,ion 
analogues retire different and burdensome bibiiographicai, sequence and structure 
searches as compared to search require for peptides of group I. 

During the above telephone conversation, applicant's representative. Raul 
Pathat. agreed to elect the Group 1.2, drawn to deletion analogs. App,icant is 
encouraged ,o amend the claims to conform to this election by canceling the 
nonelected subject matter (claims 2-9. 12-19. and amending claims 1 and 36-42 to 

read on the elected group. 

Accordingly, claims 14-! 8 are withdrawn from consideration as drawn to non- 

elected subject matter. 

Claims 1-13, 36-42 are under consideration only to the extent that they read 

on the elected Group I invention. 

In regard to election of species, applicant elected peptides comprising SEQ ID 
No. ,46. insofar as the elected compounds have been found to be neither 
anticipated nor rendered obvious by the prior art, the Examiner has extended his 
search to include all deletion analogs derived from peptides of formula 1 . 
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Claim Objections 

3. Claims 1-1 3,36-42 are objected to because of the following informalities: 

In claim1-13, 36-42 it is not clear, whether the term "ApoA-l agonist" refers 
to compound or composition. Amending to recite "ApoA, agonist compound" will 
overcome this objection. 



Claim Rejections - 35 U.S.C. § 112. second paragraph 
The following is a quotation of the second paragraph of 35 U.S.C. 112: 

invention. 



4. Claims 1 -9, 1 2-1 7, 36 are reiected under 35 U.S.C. 1 1 2, second paragraph, 
as being indefinite for failing to particularly point out and distinctly claim the subject 
matter which applicant regards as the invention. 

A. In claim 1. it is not clear, how the term "peptide analogue" for "Z2" 
substituent (p. 1 34, line 6) modifies the term "peptide analogue" which occurs in the 

beginning of the claim (e.g., line 2). 

B. In claim 1,"X n " (p. 134, line 7) lacks clear antecedent basis. Amending 

the claim to recite the actual X substituents and Z2 substituent, e.g., "between 
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residues X, to X 23 and between residues o, the peptide Z ■ overcome this 

rejection. 

C. ,„ claim 4. line 1. there is no clear antecedent basis for the term "the 
hydr0 phobic residues". Amending to rewrite as "hydrophobic residues" will overcome 

the rejection. 

D. ,„ claim 6, line 1. there is no clear antecedent basis for the term "the 
Mrophilic residues". Amending to rewrite as "hydrophilic residues" wil, overcome 

the rejection. 

E. ,n claim 9, the phrases "the substituting residue" and "the substituted 
resi due" lack dear antecedent basis. Amending to rewrite as "the conservatively 
substituting residue" and "the conservative* substituted residue" wil, overcome the 

rejection. 



Claim Rejections - 35 U.S.C. § 7/2, first paragraph 

The following is a quotation of the first paragraph of 35 U.S.C. 1 1 2: 

The specification snall contain a w = n £ 

process of making and using it, in such full, clear concise connected, 

of carrying out his invention. 
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5. daims 1-13. 36-42 are reacted under 35 U.S.C. 112, first paragraph, because the 
specification, while being enabling for full-length peptides of formula 1, does not 
reasonably provide enablement for any deletion analog of said peptides. The 
specification does no, enable any person skilled in the ar, to which it pertains, or with 
which i, is most nearly connected, to make and/or use the invention commensurate 

in scope with these claims. 

The claims are drawn to deletion analogs wherein up to eight residues selected 
from any one from X! to X22 are deleted. The residues can be deleted at any random 
order. The only disclosed utility for the claimed peptides is being ApoA-1 agonists. 
The specification clearly describes on pages 25-46 that the peptides must conform 
,o various structural requirements in order to display the expected utility. Deletion 
of a substantial, up to eight residues, portion of the peptide structure will inevitably 
alter both the structural and functional properties of peptide analogs. The amino acid 
sequence of the peptide is of great importance in determining the secondary and 
tertiary structures of the peptide. This is because the peptide's structure is 
determined by the interplay of the hydrophobic/hydrophilic, stearic and electrostatic 
forces among the linked amino acid residues. Deleting a single residue alters these 
forces unpredictably and, consequently, may alter bioactivi.y unpredictably. The 
specification does no. disclose a core structure required fo, the deletion analogs to 
maintain their biological activity. The guidance present in specification is, in fact, 
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pr „,,„ 9 the unpredictably o, the claimed subject mane,: p.51. first paragraph 
describes that, in order tc retain activity, a fun c-helix turn consisting of 3-4 residues 
must be deleted. This, clearly, will no, be achieved by deletion of, e.g., 6 residues, 

emphasizes importance of the basic moiety at C-terminus < P . 5, . second paragraph,; 
however the scope o. the claims encompass any analogs with deletions at random 

order. 

,„ view of the above, it is the Examiners position that with the insufficient 
guidance and working examples in regard to deletion analogues, one skilled in the art 
could no. make and/or use the invention with the claimed breadth without an undue 
amount of experimentation. 



6. Claims 1-1 3, 36-42 are rejected under 35 U.6.C. 1 1 2, first paragraph, because 
the specification, while being enab,ing for peptide analogues o, claim 1 , wherein each 
bond between residues X1-X23 and the bonds between residues of peptide Z2 are 
an amide linkage, a substituted amide linkage, an isostere or an amide mimetic (as 
described in specification, pages 28-29,, does not reasonably provide enablement for 
peptides having a "peptide analogue' in Z2 radical (see claim 1 . p. 1 34, line 6,. The 
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whi ch it is most nearly connected, to make and/or use the invention commensurate 

in scope with these claims. 

Tne specification, pages 28-29, describe specific types o, substituted amides, 

experimentation. However, the 1-7 residue peptide Z2 as claimed in Cairn 1, is aiso 
drawn to -peptide analogues" ,see Cairn , . p. 1 34. line 6, which are no, necessarily 
, imi ,ed to peptides and peptide mimetics described in specification. "Peptide 
anaiogue" is an unduiy broad term which may refer to either to analogous structure 
peptide sequence, and/or func,ion(e.g., therapeutic properties,. and,or 
oonformation (e.g., three dimension, parameters for binding bio-active moiecuies,, 
th e parameters of which are neither described, nor representative examples are 

wi ,hou, undue experimentation. For exampie. the requisite computer aigorithms 
and/or techniques are no, adequacy described in ,he specified as ,o permit the 
SK i„ed in ,he ar, to "mode," the Caimed peptide so as to determine any requisite 
secondary and/or tertiary conformation necessary to arrive at a peptide anaiogue. it 
is no, possible to predict the effect of replacing a single amino acid residue in a 
peptide's s,ructure or bioactivity. The amino acid sequence of the peptide is of great 
imp0 rtance in determining the secondary and tertiary structures of the peptide. This 



Page 9 

Serial Number: 09/465718 
Art Unit: 1631 

is because the peptide's structure is determined by the interplay of the 
hydrophobic/hydrophilic. stearic and electrostatic forces among the linked amino acid 
residues. Therefore, changing a single residue alters these forces unpredictably, and 
impose a new unpredictable structure of the modified peptide. Therefore, if replacing 
one or more residues in a peptide unpredictably alters its structure, this replacement 
also may alter bioactivity unpredictably. The specification does not describe 
analogues in terms of degree of homology and/or means of measuring homology 
which are necessary to practice the presently claimed invention. Nor does the 
specification discuss what properties and the degree of those properties (therapeutic 
or otherwise) are necessary to make and/or use a peptide analogue within the scope 

of the claimed invention. 

In view of the above, it is the Examiners position that with the insufficient 
guidance and working examples in regard to "peptide analogues" of 72. and in view 
of unpredictability and the state of art, one skilled in the art could, not make and/or 
use the invention with the claimed breadth without an undue amount of 
experimentation. 



Double Patenting 



The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded n pub , ic policy (a policy reflected in the statute) so as to prevent 
Jhe unjust fied or improper timewise extension of the "right to exclude granted by 
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. patent and ^ ^^^0 Z?£*£fiZ 

a timPlv filed terminal disclaimer in compliance with 37 CFR 1 .J^icj may u 

with 37 CFR 3.73(b). 

7. Claims 1 -1 3, 36-42 are rejected under the judicially created doctrine of 

obviousness-type double patenting as being unpatentable over U.S. Paten. Nos. 
6004925, 6037323, and 6265377. Although the conflicting claims are not identical, 
they are not patentably distinct from each other because, firs, the instant claims are 
drawn to peptides complisiM deletion analogs; consequently, the issued patents 
claiming full length peptides read on peptides comprising deletion analogs as instantly 
claimed. Second, 6037323 and 6265377 are drawn to "deletion analogs" as they 
claim peptides in which X19-X22 residues, present in the instantly claimed full length 
peptides, are absent. Further, up to eight residues in peptides of 6265377 patent can 
be deleted. See claims 1 , 27. 



Conclusion. 
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8 . Claims 1-13, 36-42 are 
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novel and unobvious over the prior art of record or any 



combination thereof because the 



deletion analogs of peptides of claim 1 are not 



disclosed or suggested by the prior art of record. 



9. Any inquiry concerning this 



communication or earlier communications from the 



examiner should be directed to Michael Borin whose telephone number is (703, 
305-4506. Dr. Borin can normally be reached between the hours of 8:30 A.M. to 
5-00 P.M. EST Monday to Friday. If attempts to reach the examiner by te.eohone are 
unsuccessful, the examiner's supervisor, Mr. Michael Woodward, can be reached on 
(703) 308-4028. The fax te.ephone number for this group is (703) 305-3014. 



Any inquiry of a general nature or 



relating the status of this application should 



be directed to the Group receptionist 



whose telephone number is (703) 308-0196. 



November 27, 2001 



MICHAEL BORIN, PH.D 
PRIMARY EXAMINER 



mlb 




